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CEFIXIME IN THE TREATMENT OF ENTERIC FEVER IN CHILDREN

GIRGIS N.I,' KILPATRICK M.E.,' FARID Z.,' SULTAN Y.,? PODGORE J.K.'

1) U.S. Naval Medical Research Unit No. 3, Cairo, Egypt.

2) Abbassia Fever Huspital, Cairo, Egypl.

Summary: Cefiximie in a dose 20mglkglday, orally, divided into two doses 12 h apart tor a minimum of
12 days, was adminstered 1o 50 children with proven S. typhi septicaemia. Forly four of the patients were
milected with strams of S, lyphi resistant to multiple antibiotics including chiorampliericol, ampicithn and
tnimnethopm sultamethoxazole. All patients responded rapidly to treatinent and were cured chinically and
bactenologically. Fever subsided within a mean of 5.3 days (range 3-8 days). Only two of the 50 patients
lreated relapsed during the 8 week tollow-up period. No serious adverse reactions allributable to the
drug were observed. Celixinie proved 10 be an elfective oral drug in this open trealment tnial and was
associated with nnnial side effects. It may provide a therapeutic alternative to the treatment of Salmonella
wilechion with orgatisos mull resistant to the standard drug regimens. lts oral formulation may provide an
ethcont altermnative to parenteral therapy in less severely il patients who can lolerale oral leeding.

Introduction

Salmonedla typhe and Salmoniella paratyphr organ-
sins tesislant 1o chlotamphizcol,  timelhoptin-
sullaniethosazole and ampicillin were reported hoim
Eaypt tae the hest e e 1989 (1), The increase in the
mcidence: ob ol resistand strains isolated over the
Pt lew years from both Cgypt and other parts of the
world (2) has made 1l necessary o evaluate new
agents thal could e used salely w the teatiment ol
these mteclions

tSeveral studies have recenlly shown thal the
aunolone group of diugs can be used successlully
w e Bealiment of awltesistant S typhy and S,
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paralyphi infections. However, the main diawback
of he quinolone drugs is that they cannot be ad-
ministered 1o children under 16 years of age (3).
Ceftriaxone and aztieonam have both been tound
ellective in the treainent of children and adulls
with enteric fever but both have to be admimstered
parenlerally (4, 5).

Cetixiie, an oral third genedation cephalospuorin,
has been shown lo be highly aclive i vitro agamslt
Sahnonella, and repoils inldicate ils safety and el-
licacy in the iealment ol a vaiiety of other infections
in adulls and childien (6, 7).

I the present study oral cefixime was used n
the bealinent of Salmonelia typhi seplicaemia m
children. The study look place during the 10 month
period frorn May 1991 1o February 1992 &l the U.S.
Naval Medical Research Umit Nu. Three (NAMRU 3)/
Abbassia Fever Hospital's Clinical Diagnosis Centre.
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Patients and methods

ol therapy.

Results

cehxine,  ceftnaxone,

presented in Table ).

48 8 1n 8 children.

Children 16 years of age and younger presenting
will signs and symploms of enteric tever were en-
tolled w the study after nformed oral consent ex-
planing the nature of the study was oblained from
then parents. Only palients who were able o lolerate
ural feeding and had no clinical evidence of mtestinal
pedoration, shock or olher sericus complications
wete cluded n (he nal.

The: H0 childien with confinmed S. typhi septicaemia
were 4 - 15 years old (median 11 years), 30 were
niles and 20 were females. They were lieated with
cefixmme 20mg/kg/day, orally, divided inlo two equal
doses given 121 apail for a minimum ol 12 days,

Hlood, stoul and unne cullures were oblained on
Iwo successive days prior o initiation of therapy.
Blood was also exammed tor complete blood count,
Widal lest, glucose, uiea nitrogen, crealnune, ala-
e annimotransterase, asparale aminolranslerase,
Liltubin: and alkaline phosphatase. All the aliove
fents were tepealed once duning therapy, at the end
of herapy andd 1, 2 and 4 weeks alter completion

Al the: Salmonella strains isolated were sensilive to
ciprotloxacin
and norfloxacin by the Kirby Bauer disc dillusion
method  (8); however, only six were sensilive to
chiornuphemcol, trimethopom-sulfamethoxazole  or
ampicillin. The chinical details of the patients are

Chuc-al eficacy. Al patients responded rapidly
to treatment, with signs and symploms rapidly
conlrulled (Table ). The mean number of days
laken for patients to becone alebrile (rectal lem-
perature below 35.5°C) was 5.3 (21.5, range 3
lo 8 days). The lever subsided by day 4 in 18
children, by day 5in 16, by day 6 in 8, and by day

Table |  Chiucal details of S0 chiddien with S typha seplicaenna

Clnucal presentalion No. Patients (%)
Temp. above 38.5°C 43 (86)
Headache 45 {90)
Cough 18 (3L)
Cunshipalion 21 (42)
Palpable spleen 45 (90)
Palpable liver 42 (84)

Mental changes 6{12)

Table I Mceaa munber of days + stadard devigton taken koo
syrpluins!signs W respond (o celixiane beatiment n 50 children
wilh S. lyplu seplicaciua

Sytmpto/Sign Mcan ¢ sd
Alcbiile ~ 37.5°C 5315
Huadache 32«13
Cunistipation 11-16
Splenuimeyily 37+19
Hepalomeyaly 3220
Maistal Chianges 11/

Bacleriological efficacy. Blood, slool and urine
cultures laken during and afler therapy were nega-
live in all patients. Two patients became tebrile,
with signs and symiptoins ol enlenc fever 18 and 21
days, respectively, alter cumpletion ot celixime
therapy. S.typhi was againisolated lrom their blood.
The sensilivily pattem ol both strams was sinular to
that obtained pnor o mitiation of therapy. These
two patients were re-icaled with cefixime and cured

Mild side reactions ol nausea, abdommal pan
and colic were observed in six of the children. No
adverse ellects were noled in the blood chemistry
profile of any palient during or tollowing celixime
therapy.

Discussion

This open clinical trial suggests that cefixime
given orally may be a uselul allernative to chloram-
phenicol, ampiciliin, trimethoprim-sulphamethox-




davole, celtriaxone and aztreonam in the treatment
of enlenc lever in children in areas where mulliple
anhbiolic resistant strains of S. typhi are present.

However, several precavtions should be noted
with cefuaime tor the therapy of entenc fever. This
study was ineted o moderately ilt children with no
invidence ol senous complicalions who were able
o olerate oral antibioic therapy. The oral formu-
lation facibtated nursing care and ehminated the
addmonal requirements tor the  delvery of par-
coleral medicaton. Palients inour  tacibity with
undetlying  comphcattons . with potential - inulti-
teustant & typln were ieated with cither parenteral
velliisone or aztreonun.,

Anulher  concer with oral - celixine  thetapy
1, Ui potential alteraion of faecal flora. Studies
e healthy adull volunteers have repoited allerations
i faccal Hota aller receiving celixime: tor one o
Lo weeks wilh the emergence ot Clostricium
it strams i some subjects (9, 10). Although
tie Gasttomlushingl complications were noled in the
ptenend study, erderocoliis dae to O dithicile lacn
st be considuted as o polential comphcation ol
cetiame therapy ik honther clcal expenence
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